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REMARKS/Anr^ir^ 

T. Status of the claims 

Upon entry of the present amendment, the specification was amended to correct 

Cairns I MJ.,^^ , nfteJune 

3 mi tep,y ,„ mc office action dated May „. 2007, Claims 24 and 25 were excelled and Cairns 

25 - 34 were withdrawn from consideration. 

Claim 1 has been amended to overcome the indefiniteness rejection 

Claims 5 and 8 were amended to make ranges consistent with those used in the 

specification. 

Claim 13 and 18 were amended to correct typographical errors. 

newn^atter E r^^^^ 

new matter. Entry of these amendments is respectfully requested. 

II- Examiner interview 

Applicants thank Examiner Ramillano for the very productive telephone interview 
Douglas Qjerde and Applicant's representative Sue Kalman Sever,! *■ 

the interview: ■ S,K Kalman - Severa " *-"Ss were accomplished during 

1 ues 18- 20) to the frrts of the mstan, invention. fc ptase ^ 

tto Phrase refers to the size of a particle within a packed bed that haa a fdtering function (element 20 
m Colptufs figure). Examiner Ramillano maimained tta, she interpreted the phrase as referring to a 
strucnue comparable to Applicant's ftit and requested that w, put our arguments in writing for her 
consideration. 
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2) To address the 35 U.S.C. 1 12, second paragraph rejection, amended language for claim 1 was 
d JS cu SS ed. Applicant's proposed removing the word "low" from claim 1 17 * 

. -pondedthattheamendment would p.bably be J. ^ 

3) Applicants cleared up the meaning of the term "Modified Hargro" used by Examiner R am -„ 
pages 7, 8 and 9 of the Office tu b • hammer Ramillano on 

, «na y or inc uitice action. The Examiner stated that the term "MMifi^ u 

way of expressing Hargro in view of Colpan. ^ " 

III. Claim rejections under 35 US.C. § 112 

Claims 1-22 were rejected under 35Trcr in 
for fafflng ,„ particutaly ^ out j„ ^ 1 a ^ " 

XV. Claim rejections under 35 U.S.C. § 102 

«— co lmm of toe ^ inv I IT "r S 7" *** - 4 ' 0W ""^ 

imam mvcnuon and exptan our reading of the teachings of Colpan. 

A. General eonparisan of Clpan and the ta s , M « i. VM1 M„„ 

* "T ~- K - ** W - «*- — «» Parftrm aeparetaa doring th . 
punncanon of ceUuhr components cc „, ^ ^ |ow ^ ^ 

toe msttn, revention differs frore the fihretion colnren of Coipan physic^, chere^iy, foncdonaUy 
as well as in their respective intended purposes. 
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1) Lyse the cells. 

of extraction medium which in t„m , m ■ P components through the bed 

typically enhanced by the use of fiitonavl.. CtaSaSfi " ers - We Prance of column is 
-hes pore sufficient* hrge so n£u2* ' '' ' *" 

« owed . * tab. steps ^ . ^ w foIlow XZ^ 

precisely adsorption followed by desorption fe e claim 9T. <i«i;w . . 

^ipuun ^e.g. ciaim 25}. Solid phase extraction is a highly specific 

Separation USed tO Separate an analyte of interest from a complex solution. The extraction medium 
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within the column can be chosen to purify a particular btomolecule such as a His taoopH , ■ 
monoclonal antibody (Table I of AnnhW.. •<• • , Hts-tagged protein or a 

oyuaoielofApphcantsspectficatton). So while Colpan's column utilizes 
filing to separate Houida Son, sohds (step 2), the mlmms ^ 

^ac, 1 „„,opunlyapar,icularbion,„,ecu,e S ucha S ananhbody(s tt p3). ' 

In Colpan's filtration device, cell debris is retained while the liouid 
nucleic acids flows throntA T„ .it. _j , q ftac '" ,n «»W«™g 

hows through. To thts end, Colpan teaches the use of materials that don', k;„,t , • 

acids Incoluntn^lines^nColpattvrites-Prefemblv «,.«,, 7 

is no affinity for nudeic acid,- ,„ Las, J^Z n Id „ T- " "* *" *" 

r .conrr:;~ 

us of gel ream tnedta such as agarose. To Applicant's knowledge, flits IcM than 350 nucrons thick at, 

not used in any other extraction column. 

Frit thickness is not discussed for Colpan's filtration device. Colpan's drawing shows 
two elements labeled with reference number 23 that are described as "additional layer" in the "Brief 
Description of the Drawing" section (column 3, lines 21-25). Colpan gives only the following 
information regarding the function these elements. 
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• The filter layer is preferably arranged between two fixing means, 
(column 2, lines 53-54, bold emphasis added) 

• It may be advantageous to arrange an additional layer 23 in the 
hollow body 40, namely, above and/or below layer 20, which prevents 
premature penetration of the solution to be filtered into the filter, or 
leaking of the solution from the device according to the invention, 
(column 3, lines 21-25, bold emphasis added) 

• Where the hydrophobic separating layer 23 is arranged above 
separating layer 20, it is advantageous (f the pore size of this 
separating layer is not smaller than that of underlying layer 20. 
(column 3, bold emphasis added) 

B. Analysis of Colpan's column 3, lines 18-20 

In the telephonic interview on September 6, 2007, Exarniner RaniUlano explained that 
sl-applyn^^ 

uiatnas a mtermg function (element 20 in Coloan'sftoiir^^c • „ 

rf« ;^ * t . P m ) md Exan "ner Ram il an 0 maintained that 

Ramdlano requested that we put our arguments in writing for her consideration 

Apphcants raised this issue in the September 6* telephonic interview because thin frit* 

Zle f re T dinClaim 1 1. Copanis 

d*sole^ 

auest,onofwhe*erornotColp^^ 

— under discussion follows (column 3, lines 18-20, bold italics added). 

The particle size of the filter layer is in the range of from 5 m to 500 m 

at a total thickness of the filter layer of from 0. 1 to 200 mm. 

In this sentence Colpan is stating the filter layer can be comprised of particles and a 
range of particle sizes is given. There are several lines of evidence supporting the fact that the abo ve, 
sentence refers to the bed of particles labeled with reference no. 20 in Colpan's drawing rather than 
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Colpan's additional layer which is labeled with refers ™ <v» ■ *i. , 

i . reference no. 23 in the drawing. For simnlirifv *h» 

element 20 ' and "element 23" hereinafter. 

Granted, Colpan's use of tenninology is inconsistent and confusing However based « 
Applicants careful reading of Colpan, it is evident that the above sentence nJZZZ^ 7 
element 23. Colpan repeatedly uses the tenns "filter laver" to n* , 7 ™* 

the term "filter layer" 27 tin, r , dement 2 °" 111 fact Co ^ » 

erm fiterlayer 27 tunes. Colpan uses the simpler term "layer 20" 5 times and the term 

nuer layer m the above sentence. For element ->t rs»i , 
lei . . . . r0r eJement 2 3, Colpan uses the terms "additional laver 23" 

Second, the sentence above is found in column 3, lines 18 through 20 of Colnan', 
Lastly, two parameters are associated with the single term, "filter laver" in the *h 

In Co Ipm does „ teach a Mlumn ^ a ^ , m ^ 35() mfcrMs ^ 

Colpan 



Purification step 2 (non-specific) 



Column input is mixture of solids and liquids 



Method is solid phase extraction 



Purification step 3 (highly specific) 




Does not posses frits < 350 urn thick 



Has frits < 350 urn thick 
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C. Claims anticipated by Colpan 

to section 9 on page 4 of the Office action, the Examiner rejected claims 1 3 9 ,n ,a 
.5 and 1-22 as ,,e S ed,y anticipated „y Cdpan et a,, f^, Us ^ '* ' 4 ' 

of the nnmbers B parentheses by the Examiner refers to the reference numbers used by C^pan T 
*** element of their tnvemion in the figure and BRIEF DESCRIPTION OF THE D^Zg 

ta of.be mstem rnvention are comparable ,„ element 23 in Co W s dravrfng 

Applicants respectfully traverse (he rejection. In order for a reference to be deemed 

pamcular, Colpan fads to disclose Stok. than 350microna thick. 

Claim 1 of the instant invention recites a low dead volume ext™*™ ™i v • 
f^^On™^ 
A » lK ^~*nve,Ch^^ 

Gordon tha, me fir. thickness fa one of the nove, features of ZZZ ' T ^ 
u~ i J wwes oi Uie instant invention. To Aonlieant'c 

• above and/or below layer 20 

• advantageous if the pore size of thfa separating fayer fa not ^ ^ ^ 
underlying layer 20. 

• preveuta premature penetration of the solution to be filtered into the filter or 
leakmg of the solution from the device according to the invention 

»h ... v, C ° IPand0CS " M,Mch ^' *« is less than 350 microns thick. Colpan says nothing 
*ou, the thickness or pore volume of element 23. With respect to the Examiner, ^legation ma, 
Colpan teaches fife bonded to the columrt, Colpan gives no infimnadon regarding the attactaeu, of 
element 23 to the column body. 

Although unlikely, it is possible that the Examiner's assertion that Colpan teaches a frit, 
of less than 350 microns thick is based on the frits used in Examples 2 and 3 (column 3, line 67 to 
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column 4, line 2 and column 4 Iin*»c n 1 1\ t 

pruvjaea in example 2 we estimate the weight of th« 

V. Claim rejections under 35 U.S.C. § 103(a) 

A. Brewer in view of Colpan et al. 

obvi™ J"°"T ' 0 °° Page5Of,heOfliCCMiM -*^^er rej cc te dcUin, .aaaUcEedly 

ctr "^ n 6145) * view ° f coipm Awiicanb «— «• 

on the pound, ft. ft. Examiner ft. no, made > prlma M,e ease of obviousness. The MPEP § 2. 43 
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pamgraph 4 of*. Offica action, , he Examincr te ' ! ""^ °" ^ * 

to 350 micros thick." Breww<toK »o<^ificallydi S c| ose afti t le SS 

^P a « e5 'P> ra 8«Ph 5 the Examine, again quotes .he foIlowini!s 
(column 3, lines 1 8 - 20, bold italics added). 8 *° m Col|Ja " 

W,th ^«> the above sentence fl,e Exa mi „e r aJleees .. ItwouId " ' „ . 

ordinal in ^ „ ,„ g " would obvtons to a person of 

Colpan because H would be delh, H ~ M *— * 

*— !T ^^^'^^^—.siaed 



are 



In summary, Applicants respectfully submit that the referees cited bv ft, p • 
not sufficient to establish zprimafaae case of ohv • * Exanuner 

neither Brewer nor Colpan alone or in^H ^ " * e "*« toi *'"» ^ 

350 micron., ft.VV ' T — «— «* are Jess than 

requested. § 1 03 r< 3«*u>n » respectfully 

B. Hargro et a], in view of Colpan ct al. 

In section 12 on page 6 of the Office action, the Examiner rejected claims 1-6, 9-12, 14- 
15 and 18 - 22 as allegedly unpatentable over Hargro et al. ("Hargro", US 6,1 39,733) in view' of 
Colpan. Again, Applicants respectfully traverse the rejection on the grounds that the Examiner has 
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^--^-roliterori^anda^brane^ 

Examine again quotes the foUowing sentence from ™ , 7 * Para8 ' aph *" 

added). ^sentence from CoJpan (column 3, lines 1 8 - 20, bold emphasis 

The particle size of the filter layer is in the range of from 5 m to 500 m 
total thickness of the filter layer of from 0. / to 200 mm. 
1 ne Examiner goes on to say "It would have «k„;„. „ 

E*a»u„er . oozing Colpaa'i, term ^ , » » °> *- • «» 

dead volume «tn»aon ooteobcomprfaed of ton H k - I ' " ' 0W 

C°lP~*ae h a^2^^^^^ 

thai, 350 microns thick The™* . • , • 1,Mn Har6ro tMch a «• 

> * it id and 18 - 22 are not obvious over in view n fr ft in an 
tne § 1U3 rejection is respectfully requested. 

C Hargro et al. and CoFpan et al. in view of Smith et al. 

Insertion 13 on page 7 ofthe Office action, the Examiner rejected claimed 13as 
allegedly unpatentable over Hargro in view of Colpan, as applied to claims 1-6. 9-12, 14-15 and 18-22 
above, and further in view of Smith et al. ("Smith", US Pub. No. 2004/0253687). Applicants 
respectfully traverse the rejection on the grounds that the Examiner has failed to make z prima facie 
case of obviousness. Applicants respectfully submit that the references cited by the Examiner are not 
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sufficient to establish ap^^ 

iw* *u . F narose ^aim 7 depends from clami 6 which depends from claim 1 

Therefore the column of claim 7 must have frits less than • u- 
j , ess tnan 350 microns thick Claim J i i 

dead volume extraction column wherein the m „• • a ,0W 

grouD selects * ^ tt C ° mprised of affinity binding 

group selected from the group consisting of Protein A, Protein G Prntpin t a • \ 

Claim 13 depends from claim 12 which in turn depen s W T^Z " ^ 
Smim teaches a method of purifvinc a Dluralitv rt f« ♦ ■ 

thick of claim 1 But as Auullcm, T , 1 ^ ' ess *»» 350 "**»' 

Since no pftw.** case of obviousness over Hargro in view of Colpan and further in 
view of Smith has been established, withdrawal of the § 103 rejection is respectfully requested. 

D. Hargro et al. arid Colpan et a], in further view of Hunt et al. 

In section 14 on page 8 of the Office action, the Examiner rejected claims 8 and 16 as 
allegedly unpatentable over Hargro in view of Colpan as applied to claims 1-6, 9-12, 14-15 and 18-22 
above, and further in view of Hunt et al. Applicants note the citation of the Hunt reference was not 
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supplied in the Office action or in the Notice of References citerf a y 

Applicants respectfully traverse the rejection on the grounds that the Ex™ fc 

mad e macie case of obvlWss because ^ h ^ ^j^r 88 not 

teach all the elements ofclaims 8 and 16 Specified A. v **" "* 

-umeofmc^^^^ 
possess ftfc Iess 35 0 ^ m fte wh ™» «f «taa» 8 and 16 

chamber at most 1 000 microliters because it would be^iarranta^^^^^^ extraction media 

-^^am^cobrom.0^2.; 

First, as Applicants argued above claim I i« nrt „ „u> • 

^viewofcoip™^,,,^^^^^ 

view of H . . 7 ° 0/ ' rt ""' /<Kte "* ° f **«— °™ in view of Co,pan and in further 

™°fH„».h M been««*li^wimd^^^ 



E, HargTO et al. and Colpan et al. in further view of Halmann et al. 
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and further m we» of Hahnann « al. ("Halmaon", US 4302534), 

madean ■ '^P'* can * s respectfully traverse the rejection on the grounds that the Examiner has not 

Bta. does no. fcaca a low dead volume extraction column having «* ,ess man 350 mi™ mick 
O- .7 . drawn to -Ue ,„w dead volume extractirm column of claim whemin me had of 

further torn, dam, 1, the column of claim 17 posses, fn<s leas 350 microns thick 

emnloved as ^TT " eIE5 ™' iC ta "— » ««* chemihmtinescence is 

employed as a detection means. Halmann does no, teach solid phase exaction Tie Eva™ . 

Sfcphylococca, Bnterotoxin B (SEE, Tie assay iuvofves mixing a solution to be tesL -To 5 ml 

coramg to the light emitted when hydrogen peroxide was added 

inside the column- ^ ^ — ■ h P«k«. 

exw , ^'^^^^'^^^^^^^nottacludemeuseofan 
extraction column. Instead, the method is perforated in test tubes W n H a ,• 

. , . * ° in lc$t tuDes - Second, as Applicants argued above 

fTJ ' S TT" fc m0diflrf * *• «W the combhlti™ 

no,„an» 1 obvon, So the dry weigh, disclosed by Halmann is irrelevant because Cairn ,7 
depedsftom claim 1, and thus M*. «ho limitation of fiitt tm ta 350 mtaons «Wck. Tie 
combmation of Hargm, Colpan and Halmann does notmach or suggest ftto le» thao 350 microns 
thick. Therefore, claim 17 is non-obvious. 

Since tiDprimafacie case of obviousness over Hargro in view of Colpan and in former 
VieW Of Halmaiin has been established, Withdrawal of the § 103 rejection is respectfully requested. 
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CONCLnsmivr 

No. 50-2852. 6 ^ ^^igned's Deposit Account 



Phynexus, Inc. 
IP Dept. 

3670 Charter Park Drive, Suite A 
San Jose, CA 95136 

skalman^pti ynex us.cnm 
(408)267-7214 phone 
(408)267-7346 FAX 



Respectfully submitted, 



Sue S. Kalrnan 
Reg. No. 54,727 
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